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AB Title compds. [I; Rl = (substituted) alkyl , cycloalkyl, cycloalkylalkyl , 
Ph, heterocycle; R2 = H, alkyl, cycloalkylalkyl, pyrazolylalkyl ; R3 = H, 
alkyl; R4 = H, halo, alkyl; R5 = H, alkyl], were prepared for activating 
5-HT1F receptors, inhibiting neuronal protein extravasation, and for the 



treatment or prevention of migraine. Thus, 2 -amino-6- ( l-methylpiperidin-4 - 
ylcarbonyl) pyridine (preparation given), 4 -f luorobenzoyl chloride, and Et3N 
were stirred in CH2C12 at room temperature for 4 h to give 4 -f luoro-N- [6- (1- 
methylpiperidin-4-ylcarbonyl) pyridin-2-yl] benzamide dihydrochloride . I 
bound to as 5-HT1F receptors with Ki <300 nM. I drug formulations are 
given. 
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AB Title compds. [I; Rl = (substituted) alkyl, cycloalkyl, cycloalkylalkyl , 
Ph, heterocycle; R2 = H, alkyl , cycloalkylalkyl, pyrazolylalkyl ; R3 = H, 
alkyl; R4 = H, halo, alkyl; R5 = H, alkyl] , were prepared for activating 

5- HT1F receptors, inhibiting neuronal protein extravasation, and for the 
treatment or prevention of migraine. Thus, 2 -amino-6- (l-methylpiperidin-4 - 
ylcarbonyl) pyridine (preparation given), 4-f luorobenzoyl chloride, and Et3N 
were stirred in CH2C12 at room temperature for 4 h to give 4 -f luoro-N- [6- (1- 
methylpiperidin- 4 -ylcarbonyl) pyridin- 2 -yl] benzamide dihydrochloride . I 
bound to as 5-HT1F receptors with Ki <300 nM. I drug formulations are 
given. 
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L6 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2 007 ACS on STN 
AN 1999:218963 CAPLUS 
DN 130:352171 

TI Synthesis and antinociceptive activity of some 3 -chlorophenyl- and 

6 - chloro- 2 -pyridinyl derivatives 

AU Radl, Stanislav; Hafner, Wieland; Hezky, Petr; Krejci, Ivan; Proska, Jan; 
Haj icek, Josef 

CS Research Institute of Pharmacy and Biochemistry, Prague, 13060/3, Czech 
Rep. 

SO Collection of Czechoslovak Chemical Communications (1999), 64(2), 377-388 

CODEN: CCCCAK; ISSN: 0010-0765 
PB Institute of Organic Chemistry and Biochemistry, Academy of Sciences of 

the Czech Republic 
DT Journal 
LA English 

AB Derivs. of 2 -chloro- 6- (4 -hydroxy- 1 -methyl -4 -piperidinyl) pyridine were 

prepared and tested as analgesics. 2-Chloro-6-lithiopyridine treated with 
3-quinuclidinone, 1 -methyl- 3 -pyrrolidinone, 2- 
(dimethylaminomethyl) cyclohexanone, and Et l-methyl-4- 

piperidinylcarboxylate provided the corresponding ales . A ketone was 
reduced with sodium borohydride or treated with methylmagnesium chloride 
or phenyllithium to provide the corresponding ales. 1- [4- (6-Chloro-2- 
pyridyl) -l-methyl-4 -piperidinyl] -1-methylethanol was prepared from 
2-chloro-6- (1-methyl-l, 2,5, 6 -tetrahydro -4 -pyridinyl) pyridine by treatment 
with butyllithium and acetone followed by reduction of an intermediate with 
sodium cyanoborohydride . 
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AB Derivs. of 2 -chloro- 6- (4 -hydroxy- l-methyl-4 -piperidinyl) pyridine were 

prepared and tested as analgesics. 2 -Chloro-6-lithiopyridine treated with 
3-quinuclidinone, 1 -methyl -3 -pyrrolidinone , 2- 
(dimethylaminomethyl) cyclohexanone, and Et l-methyl-4- 



piperidinylcarboxylate provided the corresponding ales. A ketone was 
reduced with sodium borohydride or treated with methylmagnesium chloride 
or phenyllithium to provide the corresponding ales. 1- [4- (6-Chloro-2- 
pyridyl) -l-methyl-4-piperidinyl] -1-methylethanol was prepared from 
2-chloro-6- (1-methyl-l, 2 , 5, 6 -tetrahydro- 4 -pyridinyl) pyridine by treatment 
with butyllithium and acetone followed by reduction of an intermediate with 
sodium cyanoborohydride . 
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study) ; PREP (Preparation) 
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(pyridinyl) cyclohexanol or (pyridinyl ) piperidinemethanol derivs . ) 
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(pyridinyl) cyclohexanol or (pyridinyl) piperidinemethanol derivs . ) 
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TI Compositions comprising a 5-HTiF-specif ic agonist and an NSADD and 
therapeutic methods for migraine and headache pain 

IN Plachetka, John R. 
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KG, KZ, MD, RU, TJ, TM 
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US 2006-332795 A 20060117 

AB The present invention is directed to compns . containing a 5-HTiF-specif ic 
agonist that acts by blocking protein extravasation together with an 
NSADD. These compns. may be used to treat migraine and headache pain. 
The invention also includes methods in which these drugs are sep. 
administered to a patient. 
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RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(compns. comprising 5-HTiF-specif ic agonist and NSADD and therapeutic 
methods for migraine and headache pain) 
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CN Benzamide, 2 , 4 , 6-trif luoro-N- [6- [ (l-methyl-4 -piperidinyl) carbonyl] -2- 
pyridinyl]- (9CI) (CA INDEX NAME) 
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TI A novel method for the synthesis of carbon-14 -labeled N- [3- (l-methyl-4- 
piperidinyl) -lH-pyrrolo [3 , 2 -b] pyridin-5-yl] propanamide and its use in 
quantitative whole -body autoradiography studies 

AU Wheeler, William J.; Chay, Sylvia H. ; Herman, Jennifer L . ; O'Bannon, 
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AB Sumitriptan, a non-selective 5-HT1B/1D agonist is an effective therapeutic 
agent for the acute treatment of migraine, but it is contraindicated for 
use in patients with known heart disease. The first Selective Serotonin 
One F Receptor Agonist (SSOFRA) , 5 - (4 1 -f luorobenzamido) -3 - (N-methyl - 
piperidin-4-yl) -lH-indole was demonstrated to be clin. useful in the 
treatment of migraine. Although it exhibited high affinity for the 5-HT1F 
receptor as well as high selectivity for the 5-HT1F receptor relative to 
5-HT1B and 5-HT1D receptors, it demonstrated appreciable affinity for the 
5-HT1A receptor. Subsequently, a program was launched to discover 
SSOFRA' s with improved selectivity over other 5-HT1 receptor subtypes. As 
a result of these efforts, N- [3 - ( l-methyl-4 -piperidinyl) - lH-pyrrolo [3,2- 
b] pyridin- 5 -yl] propanamide (I) was found to possess greater than 100-fold 



selectivity over 5-HT1A, 5-HT1B and 5-HT1D receptors. Pursuant to a 
potential clin. investigation of I, its carbon-14 -labeled isotopomer has 
been prepared by a circuitous route from unlabeled I and used in quant, 
whole-body autoradiog. studies in rats. The results of these efforts are 
reported herein. 
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RL: RCT (Reactant) ; SPN (Synthetic preparation)/ PREP (Preparation); RACT 
(Reactant or reagent) 
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AB The title compds. [I; A = carbocyclyl, heterocyclyl ; Rl = halo, N02 , CN, 
OH, etc.; n = 0-5; X = a bond, CO, S02 , CONR11, CSNR11, C(0)0, C(:NR11), 
CH2 (wherein Rll = H, alkyl, carbocyclyl, heterocyclyl) ; Y = H, alkyl, 
alkenyl, carbocyclyl, etc.; R12 = OH, Me, Et. Pr; m, q = 0-1], useful in 
the manufacture of a medicament for treating diabetes, obesity, hyperlipidemia, 
etc., were prepared Thus, reacting (4-chlorophenyl) (4- 

piperidyl) methanone .HCl with 4-f luorobenzoyl chloride in the presence of 
Et3N in DCM afforded 29% 1- (4-f luorobenzoyl) -4 - (4 - 

chlorobenzoyl) piper idine. The compds. I typically show an IC50 < 10 jaM 
against 11PHSD1. The pharmaceutical composition comprising the compound I 
is claimed. 
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(Uses) 

(preparation of 1, 4-disubstituted piperidine derivs . and their use as 
11-pHSDl inhibitors) 
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AB The title compds . [I; Rl = (un) substituted aryl, heteroaryl, alkyl, etc.; 
X = CO, C(N0R3), C(NNR4R5) / etc.; Ml = C; M2 = C, N; M3 , M4 = C, N; Y = 
CH2 , CO, C(NOH), etc.; Z = alkyl; R2 = (un) substituted 5-6 membered 
heteroaryl; R3 = H, alkyl, aryl, etc.; R4 = H, alkyl, aryl, etc.; R5 = H, 
alkyl, C0R4, etc.; R12, R13 = alkyl, OH, alkoxy, F; a, b = 0-2; n, p = 
1-3, with the proviso that when M3 and M4 are both N atoms, then p = 2 or 
3] , useful in treating various diseases or conditions, such as, for 
example, allergy, allergy- induced airway responses, and congestion (e.g., 
nasal congestion), were prepared E.g., a multi-step synthesis of II which 
showed Ki of 0.83 nM in H3 receptor binging assay, was given. Also 
disclosed are methods of treating various diseases or conditions, such as, 
for example, allergy, allergy- induced airway responses, and congestion 

(e.g., nasal congestion) using the compds. I in combination with a HI 
receptor antagonist. 
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(preparation of 4- [4- (piperidin-l-ylcarbonyl)piperidin-l-ylmethyl]pyridin-2- 
ylamines as antagonists of histamine H3 receptors) 
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[ (6-methyl -2 -pyridinyl) carbonyl] - (9CI) (CA INDEX NAME) 
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TI Dual antagonists of platelet activating factor and histamine. 2. Pyridine 
ring substitution of N-acetyl-4- (8-chloro-5 , 6-dihydro-llH- 
benzo [5 , 6] cyclohepta [1 , 2-b] pyridin-ll-ylidene) piperidines 

AU Wong, Jesse K. ; Piwinski, John J.; Green, Michael J.; Ganguly, Ashit K. ; 
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CODEN: BMCLE8; ISSN: 0960-894X 
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AB A series of pyridine ring substituted l-acetyl-4- (8-chloro-5, 6-dihydro-llH- 
benzo [5, 6] cyclohepta [1, 2-b] pyridin-ll-ylidene) piperidines (I; X, Z = H, 
Me, OH, OMe; Y = H, Me, CI, Ph, OMe, SMe, CHO, CH20H, Ac, Br ), which are 
antagonists of both PAF and histamine, were prepared by one of three 
different methods. Analogs with substituents at C-3 were found to be the 
best dual antagonists among their corresponding regioisomers . Analogs 
with an electron donating substituent at the C-3 position are generally 
better antagonists of both PAF and histamine than analogs with electron 
withdrawing groups. 

IT 156073-04-OP 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and reactions of, in synthesis of benzocycloheptapyridinylidene 
piperidines) 
RN 156073-04-0 CAPLUS 

CN Methanone, [3- [2- (3-chlorophenyl) ethyl] -6-methyl-2 -pyridinyl] (l-methyl-4- 
piperidinyl) - (9CI) (CA INDEX NAME) 



.1 



9 




